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DETAILED ACTION 

This action is FINAL. 

Status of Claims 

Claims 22-41 are currently pending. Independent claims 22, 37, 38, 39, 41 stand 
currently amended. In view of amendment, the new art of record reading on claims 22,27, 29- 
33, 36-41, and therefore claims 23-26, 28, and 34-35 are withdrawn from consideration pursuant 
to Markush practice as not being anticipated by the art below. 

Claim Rejections - 35 USC § 112/First Paragraph 
The following is a quotation of the first paragraph of 35 U.S. C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of making 
and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the art to which it 
pertains, or with which it is most nearly connected, to make and use the same and shall set forth the best mode 
contemplated by the inventor of carrying out his invention. 

. Claims 37-41, stand rejected under 35 U.S.C. 1 12, first paragraph, because the specification, 
while being enabling for the compounds EHT9299, EHY7706, EHT7800, and EHT3741, does 
not reasonably provide enablement for the use claims, which claim the use of the millions of 
compounds disclosed in the genus of formula I as HDAC inhibitors, treatment of central and 
peripheral nervous systems diseases or neurodegenerative diseases, treatment of fibrosis, cancer, 
or reducing cancer cell proliferation. The specification does not enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make the invention 
commensurate in scope with these claims. 
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The Nature of the Invention 

Claims 37-41 relate to a method for treatment of conditions mediated by HDAC such as cancer, 
psoriasis; treatment of central and peripheral nervous system diseases or neourodegenerative 
diseases; treatment of fibrosis; a variety of cancer types; and reducing cancer cell proliferation in 
all can cell lines. 

The State of the Prior Art and the Predictability or lack thereof in the art 

With respect to the state of the prior art the instant specification cites scientific articles 
and pending patent application that according to Applicants disclose: 

1 . That it is known that HDACS can catalyze the removing of the acetyl group from lysine 
residues in the N-terminus tails of nucleosomal core histones resulting in a more compact 
chromatin structure that is associated with repression of transcription. 

2. That HDACs are involved in cell-cycle progression and differentiation; that the specific 
compounds-trichostatin A and SAHA are effective in a mice promyelocytic leukemia model. 

3. Trichostatin A has been used in the treatment of fibrosis. 

4. SAHA improves the motor impairment in R6/2 mice (a Huntington's disease model). 

5. That HDAC inhibitors could be useful for treating diseases of the central nervous system in 
particular neurodegenerative diseases such as polyglutamine expansion diseases. 

Further, the instant specification discloses that 9 human HDACs have been characterized 
and that two are inferred. Further, the instant specification discloses that two classes of HDACs 
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are relevant because they are not NAD-dependent enzymes (Class I: HDAC 1,2,3,8; Class II, 4- 
6, and 7-10). Further, the instant disclosure states that SAHA inhibits both classes. 

With respect to the lack of predictability in the art, the diseases recited in the instant 
claims represent a group with diverse etiologies. Further, there are many isoforms of the HDAC 
enzyme which are located in different locations within a cell-some in the nucleus and some in 
the nucleus and cytoplasm (instant specification page 2). As stated in the instant specification, 
different HDACs may be causative for different diseases. 

Further, the instant specification discloses that active experimentation is ongoing stating 
that "[a] very few of small molecules are known that selectively target either of the two classes 
(class 1 or class 2) or individual members (HDAC 1-10) of the family) (page 2 of specification). 

The combination of all these factors point to an early stage in the state of the art and a 
lack of predictability in the art. 

The amount of direction or guidance present and the presence or absence of working examples 

The specification discusses at page 64 that an HDAC activity assay was performed and that IC50 
for 4 compounds were disclosed EHT9299, EHT7706, EHT7800, and EHT3741. Applicants' 
argue that these results illustrate the ability of the efficiency of the compounds of this invention 
to affect specifically HDAC enzymatic activity. No animal model for any disease model are 
presented. No data for an HDAC profile (all the HDAC enzymes or a cell line panel) against 
SAHA or trichostatin A that would suggest similar results based on similar HDAC inhibition is 
presented. Millions if not billions of compounds are presented. 



Application/Control Number: 1 0/5 8 1 ,947 Page 5 

Art Unit: 1621 

The breadth of the claims 

The claim is extremely broad in that it is drawn to the use of any compound of generic formula 
(I) for the treatment of any type of cancer, or other diseases as stated above. 

The level of the skill in the art 

The level of skill in the art is high. However, due to the unpredictability in the pharmaceutical 
art, it is noted that each embodiment of the inventions is required to be individually assessed for 
physiological activity by in vitro and in vivo screening to determine which compound exhibit the 
desired pharmacological activity and which diseases would benefit from this activity. 

Thus, the specification fails to provide sufficient support of the broad use of the compound of the 
instant claims for the treatment of cancer and the other diseases recited, as a result necessitating 
one of skill to perform an exhaustive search for which compounds of the instant claims will be 
useful, if any, in order to practice the claimed invention. 

The quantity of experimentation needed 

The quantity of experimentation needed is undue experimentation. One of skill in the art would 
need to determine what compounds, if any, out of all compounds, would be effective in treating 
cancer and the other diseases 

Thus, factors such as "sufficient working examples", "the level of skill in the art" and 
"predictability", etc. have been demonstrated to be sufficiently lacking in the instantly claimed 
methods. In view of the breadth of the claim, the chemical nature of the invention, and the lack 
of working examples regarding the activity of the claimed compounds, one having ordinary skill 
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in the art would have to undergo an undue amount of experimentation to use the invention 
commensurate in scope with the claims. 

Genentech Inc. v. Novo Nordisk A/S (CA FC) 42 USPQ2d 1001, states that, "a patent is not a 
hunting license. It is not a reward for search, but compensation for its successful conclusion" and 
"[p]atent protection is granted in return for an enabling disclosure of an invention, not for vague 
intimations of general ideas that may or may not be workable." 

Therefore, in view of the Wands factors and In re Fisher (CCPA 1970) discussed above, to 
practice the claimed invention herein, a person of skill in the art would have to engage in undue 
experimentation to test which compositions would treat cancer, psoriasis, central and peripheral 
nervous system diseases or neourodegenerative diseases, fibrosis, cancer cell proliferation in all 
cell lines with no assurance of success. 

Claim Rejections - 35 USC § 102 

1 . The following is a quotation of the appropriate paragraphs of 35 U.S. C. 102 that form the 
basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public use or on 
sale in this country, more than one year prior to the date of application for patent in the United States. 

Claims 22,27, 29-33, 36-41 are rejected under 35 U.S.C. 102(b) as being anticipated by 
United States Patent No. 4829080 ("the '080 patent"). 
The '080 patent teaches at least the genus: 
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wherein, 
saO.cr 1, 
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t A 
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at column 1 . 



Further, the '080 patent teaches at least the following amide specie (col. 19): 
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EXAMPLE Xm 
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wwfeed successively wife 25 cm 3 of N HQ tad diss. 3 
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lalliEatioa es a L-.j-V.-rc ofisoprop", sethsr .rsic. « Are; 55 
dr tag S j of V* ah-!-. iwHL' i-'.-- 
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C, are ob'i&Ksed. 

The NMR'H sacrum ISO MK: cedbsms to the 
es,pect«d structure. 

Elemental aaalvsls; Cu H?jNOsCal«uHtt«ds C; 77,49 
H: 6.50 » 3.61 Q; 12-39 Fossa* T7.31; «5{ 3.70; II*?. 




Further, the '080 patent teaches utility in pharmaceutical and cosmetic 
compositions (at least abstract) and dermatological diseases. Further, the '080 patent teaches 
that these compounds are useful in kerantinization disorder (differentiation-proliferation)) and 
dermatological diseases (or others) having inflammatory and/or immunoallergic components 
and in the treatment of illnesses of the degeneration of cognitive tissue. Further, the '080 patent 
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teaches that these compounds exhibit anti-tumor activity. For example the '080 patent teaches 



BACKGROUND OF THE INVENTION 
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Oltked to a keratinizatson d>5<c:ds* •i..,'j:«;:us*.»ctl— « 
proilfefatsod.) sad &cm*toisfie discuss (or others) 



Beats asd in the trsatmerst ef ilteesses of the degenera- 
tte of cosjURCtlve Sisus.: They also exhibit anii-tamar 2ft 
SCStVSJy, ■ 

■ Moreover, dine composads ess fee employed is the 
treatment of atrophy, be ft csttseoos or respiratory, rag 
ia the trwERseat of rhessnaiaiiii psoriasis. 

These compouMs akc possess good activity against 25 
th* gssat involved in. acne. 

Finally, the cotEpouttdj of the present mventsoK are 
usefully employed in ihe opthaaaoJagy Seld ami ptfoeb* 
■pally ift tite ireasmsa* of *»rasopa:hses, 



In view of Applicants' amendment the claim objection to claim 22 is withdrawn. 

In view of Applicant's amendment the 1 12/Second paragraph rejection regarding the 
term "preferably" in claim 22 is withdrawn. 

In view of Applicants' amendment the 1 12/ Second paragraph rejection regarding "their 
salts" is withdrawn. 

In view of Applicants' amendment the 1 12/Second Paragraph rejection regarding "or an 
ester derivative" is withdrawn. 

In view of Applicants' amendment the 112/ Second Paragraph rejection regarding "the 
groups identified in claim 1" is withdrawn. 



(col. 1): 




Response to Applicants' Arguments/Amendments 
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In view of Applicants' amendment the 1 12/First Paragraph rejection regarding "hydrates 
or mixtures containing hydrates" is withdrawn. 

In view of Applicants' amendment the 102 and 103 rejections is view of 5567721 ("the 
'721 patent") are withdrawn. 

In view of Applicants' amendment and withdrawn rejections above the arguments relating 
to such rejections are moot. 

With respect to the 112 first paragraph rejection that is maintained above, Applicants' 
amendment/arguments have been considered but are not found to be persuasive for at least the 
following reasons. The amendment places the method of treating claims dependent from the 1 1 
species recited in claim 34. 

As stated in the rejection, the claims are drawn to a variety of diseases, and the only data 
provided in the specification is the inhibition of EHT 9299, EHT 7706, EHT 7800, and EHT 
3741 . Further, the data is provided and compared to TSA and SAHA. The question of causality 
remains. In Applicants disclosure, they state that [n]ine HDACs have been characterized and 
two inferred" (page 2). Applicants cite studies of Tricostatin A that have been reported to be 
useful in the treatment of fibrosis. In addition, Applicants cite the data from studies with SAHA 
and argue "certain" HDAC inhibitors can cross the blood brain barrier to inhibit HDAC activity 
causing the accumulation of acetylated histones in the brain (page 2 of disclosure). Applicants 
are comparing TSA and SAHA to the four compounds above. However, there is no profile with 
respect to the 9 different HDACS and whether or not one skilled in the art based on a similar 
HDAC profile would expect a similar result as that of TSA or SAHA. There are no studies 
provided that shows these compounds are effective in the animal models cited. Further, there is 
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no data on blood brain barrier penetration of these compounds. Without additional data, the 
amount of experiment required is deemed undue. 



Conclusion 

No claims are allowed. 

Applicant's amendment necessitated the new ground(s) of rejection presented in this 
Office action. Accordingly, THIS ACTION IS MADE FINAL. See MPEP § 706.07(a). 
Applicant is reminded of the extension of time policy as set forth in 37 CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within TWO 
MONTHS of the mailing date of this final action and the advisory action is not mailed until after 
the end of the THREE-MONTH shortened statutory period, then the shortened statutory period 
will expire on the date the advisory action is mailed, and any extension fee pursuant to 37 
CFR 1.136(a) will be calculated from the mailing date of the advisory action. In no event, 
however, will the statutory period for reply expire later than SIX MONTHS from the date of this 
final action. 



Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to CLINTON BROOKS whose telephone number is (571)270- 
7682. The examiner can normally be reached on Monday-Friday 8:00 AM to 5:00 PM EST. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, DANIEL SULLIVAN can be reached on (571)272-0779. The fax phone number 
for the organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published 
applications may be obtained from either Private PAIR or Public PAIR. Status information for 
unpublished applications is available through Private PAIR only. For more information about 
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the PAIR system, see http://pair-direct.uspto.gov. Should you have questions on access to the 
Private PAIR system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). 
If you would like assistance from a USPTO Customer Service Representative or access to the 
automated information system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 



Cab 



/Daniel M Sullivan/ 

Supervisory Patent Examiner, Art Unit 1621 



